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38. (new) The method of claim 1 wherein said disorder is affective disorder, anxiety, 

or depression.-- s b 



REMARKS 

Status 

Claims 1, 2, 37, and 38 are pending in this application. Claims 3-36 have been 
canceled without prejudice to the presentation of their subject matter in a continuing 
application. Claim 1 has been amended. Claims 37 and 38 have been added. Support for 
the amendments and new claims can be found in the original claims and throughout the 
specification. The specification has also been amended to recite appropriate priority 
information. No new matter has been added. 

Restriction Requirement 

The Office Action has required restriction of the claimed subject matter to one of 
four groupings. Applicants provisionally elect, without traverse, Group II (claims 1-3 
wherein Z is CR 2 ) as defined in the restriction requirement, solely for examination 
purposes. 

The Office Action further requires election of a "specific, singular, utility" if 
either of Group I or Group II is elected. Applicants interpret this request to mean that the 
Examiner requires a provisional election of a single CRF-related disorder among those 
listed in original claim 1 . Accordingly, Applicants provisionally elect, without traverse, 
the disorder anxiety as the "specific, singular, utility." Applicants understand that should 
the claims be found allowable with respect to the single elected utility, the search will be 
extended to other non-elected utilities. 

Attached hereto is a marked-up version of the changes made to the specification 
and claims by the current amendment. The attached page is captioned "Version with 
markings to show changes made." 
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Respectfully submitted, 




iieJ? 



Date: 



Bristol-Myers SquibbCompany 

Experimental Station 
Bldg. E353, Suite 133B 
Route 141 and Henry Clay Road 
Wilmington, DE 19880 
(302) 467-5263 (phone) 
(302) 467-6701 (fax) 
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VERSION WITH MARKINGS TO SHOW CHANGES MADE 



In the Claims: 

Claims 3-36 have been canceled. 

Claims 37 and 38 have been added. 

Claim 1 has been amended as provided below. 

1. (amended once) A method of treating a disorder induced or facilitated by CRF in 
a mammal [affective disorder, anxiety, depression, headache, irritable bowel 
syndrome, post-traumatic stress disorder, supranuclear palsy, immune suppression, 
Alzheimer's disease, gastrointestinal diseases, anorexia nervosa or. other feeding 
disorder, drug addiction, drug or alcohol withdrawal symptoms, inflammatory 
diseases, cardiovascular or heart-related diseases, fertility problems, human 
immunodeficiency virus infections, hemorrhagic stress, obesity, infertility, head and 
spinal cord traumas, epilepsy, stroke, ulcers, amyotrophic lateral sclerosis, 
hypoglycemia or a disorder the treatment of which can be effected or facilitated by 
antagonizing CRF, including but not limited to disorders induced or facilitated by 
CRF, in mammals] comprising administering to [the] said mammal a therapeutically 
effective amount of a compound of Formulae (1) or (2): 



[and] isomers thereof, stereoisomeric forms thereof, [or] mixtures of stereoisomeric 
forms thereof, [and] or pharmaceutically acceptable salt forms thereof, wherein: 




Ar 



Ar 



(1) 



(2) 
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Z is [N or] CR 2 ; 

Ar is selected from phenyl, naphthyl, pyridyl, pyrimidinyl, triazinyl, furanyl, thienyl, 
benzothienyl, benzofuranyl, 2,3-dihydrobenzofiiranyl, 2,3- 
dihydrobenzothienyl, indanyl, 1 ,2-benzopyranyl, 3,4-dihydro-l,2- 
benzopyranyl, tetralinyl, each Ar optionally substituted with 1 to 5 groups 
and each Ar is attached to an unsaturated carbon atom; 

Rl is independently selected at each occurrence from H, C1-C4 alkyl, C2-C4 alkenyl, 
C2-C4 alkynyl, halo, CN, C1-C4 haloalkyl, C1-C12 hydroxyalkyl, C2-C12 
alkoxyalkyl, C2-C10 cyanoalkyl, C3-C6 cycloalkyl, C4-C10 cycloalkylalkyl, 
NR 9 r!0, C1-C4 alkyl-NR^RlO, NR9cOR 10 , OR 1 1, SH or S(0) n R 12 ; 

R 2 is selected from H, Q-C4 alkyl, C2-C4 alkenyl, C2-C4 alkynyl, C3- 

C6 cycloalkyl, C4-C10 cycloalkylalkyl, C1-C4 hydroxyalkyl, halo, CN, - 
NR6r 7 , NR9COR 10 , -NR 6 S(0) n R 7 , S(0) n NR6R 7 , C1-C4 haloalkyl, -OR 7 , 
SH or-S(0) n R 12 ; 

R^ is selected from: 

-H, [OR 7 ,] SH, S(0) n R 13 , COR 7 , CO2R 7 , OC(0)R 13 , NR8COR 7 , 
N(COR 7 ) 2 , NR 8 CONR 6 R 7 , NR 8 C02R 13 , [NR 6 R 7 , NR 6a R 7a ,] N(OR 7 )R 6 , 
CONR^R 7 , aryl, heteroaryl and heterocyclyl, 0 r 

-C1-C10 alkyl, C2-C10 alkenyl, C2-C10 alkynyl, C3-C8 cycloalkyl, C5-C8 
cycloalkenyl, C4-C12 cycloalkylalkyl or C6-C10 cycloalkenylalkyl, each 

optionally substituted with 1 to 3 substituents independently selected at each 
occurrence from C1-C6 alkyl, C3-C6 cycloalkyl, halo, C1-C4 haloalkyl, 
cyano, OR 15 , SH, SCCOnR^, COR 1 5, CO2R 15 , OC(0)R 13 , NRScOR 15 , 
N(COR 15 ) 2 , NR8C0NR16r15 5 NR8CO2R 13 , NR16r15 } CONR16r15, aryl, 
heteroaryl and heterocyclyl; 

R^ is independently selected at each occurrence from: C1-C10 alkyl, C2- , 

C10 alkenyl, C2-C10 alkynyl, C3-C6 cycloalkyl, C4-C12 cycloalkylalkyl, 
NO2, halo, CN, C 1 -C4 haloalkyl, NR6r 7 , NR 8 COR 7 , NR8C0 2 R 7 , COR 7 , 
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OR 7 , CONR6R7 CO(NOR 9 )R 7 CO2R 7 , or S(0) n R 7 where each such Ci- 
C10 alkyl, C2-C10 alkenyl, C2-C10 alkynyl, C3-C6 cycloalkyl and C4- 
C12 cycloalkylalkyl are optionally substituted with 1 to 3 substituents 
independently selected at each occurrence from C1-C4 alkyl, NO2, halo, CN, 
NR% 7 , NR 8 COR 7 , NR 8 C0 2 R 7 , COR 7 OR 7 , CONR6R 7 , CO2R 7 , 
CO(NOR 9 )R 7 or S(0) n R 7 ; 

R 6 , R 7 , R 6a and R 7a are independently selected at each occurrence from: 
-H, 

-C1-C10 alkyl, C3-C10 alkenyl, C3-C10 alkynyl, 

Cl-Cio haloalkyl with 1-10 halogens, C2-C8 alkoxyalkyl, C3- 
C6 cycloalkyl, C4-C12 cycloalkylalkyl, C5-C10 cycloalkenyl, or 
C6-C14 cycloalkenylalkyl, each optionally substituted with 1 to 3 

substituents independently selected at each occurrence from 

C1-C6 alkyl, C3-C6 cycloalkyl, halo, C1-C4 haloalkyl, cyano, OR 15 , 

SH, S(0) n R 13 , COR 15 , CO2R 15 , OC(0)R 13 , NR 8 COR 15 , 

N(COR 1 5) 2 , NR8C0NR16r15 9 nr8C02R 13 ? NR 1 6r15 ) 

CONR16r15 ? heteroaryl or heterocyclyl, 

-aryl, aryl(Ci-C4 alkyl), heteroaryl, heteroaryl(Ci-C4 alkyl), 

heterocyclyl or heterocyclyl(Ci-C4 alkyl); 

alternatively, NR 6 R 7 and NR 6a R 7a are independently piperidine, pyrrolidine, 
piperazine, N-methylpiperazine, morpholine or thiomorpholine, each optionally 
substituted with 1-3 C1-C4 alkyl groups; 

R8 is independently selected at each occurrence from H or C1-C4 alkyl; 

R9 andR!0 are independently selected at each occurrence from H, C1-C4 alkyl, or 
C3-C6 cycloalkyl; 

Rl 1 is selected from H, C1-C4 alkyl, C1-C4 haloalkyl, or C3-C6 cycloalkyl; 
R 12 is C1-C4 alkyl or C1-C4 haloalkyl; 
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R 13 is selected from C1-C4 alkyl, C1-C4 haloalkyl, C2-C8 alkoxyalkyl, C3- 

C6 cycloalkyl, C4-C12 cycloalkylalkyl, aryl, aryl(Ci-C4 alkyl)-, heteroaryl or 
heteroaryl(Ci-C4 alkyl)-; 

R 14 is selected from C1-C10 alkyl, C3-C10 alkenyl, C3-C10 alkynyl, C3- 

C8 cycloalkyl, or C4-C12 cycloalkylalkyl, each optionally substituted with 1 
to 3 substituents independently selected at each occurrence from C1-C6 alkyl, 
C3-C6 cycloalkyl, halo, C1-C4 haloalkyl, cyano, OR 15 , SH, S(0) n R 15 , 
COR 15 , CO2R 15 , OC(0)R!5, NRSCOR 15 , N(COR 15 ) 2 , nr8conr16r15, 
NR 8 C02R 15 , NR!6r15 5 CONR16r15 s and Cl -C6 alkylthio, C1-C6 
alkylsulfinyl and C1-C6 alkylsulfonyl; 

R 15 andR 16 are independently selected at each occurrence from H, C1-C6 alkyl, C3- 
C10 cycloalkyl, C4-C16 cycloalkylalkyl, except that for S(0) n R 15 , R 15 
cannot be H; 

aryl is phenyl or naphthyl, each optionally substituted with 1 to 5 substituents 
independently selected at 

each occurrence from Q-C6 alkyl, C3-C6 cycloalkyl, halo, C1-C4 haloalkyl, 
cyano, OR 1 ^ SH, S(0) n R 15 , COR!5, CO2R 15 , OC(0)R 15 , NR^COR^, 
N(COR 15 ) 2 , NRSCONR^R 1 ^, NR8CO2R 15 , NR16r15 9 md C0NR16r15 ; 

heteroaryl is pyridyl, pyrimidinyl, triazinyl, furanyl, pyranyl, quinolinyl, 

isoquinolinyl, thienyl, imidazolyl, thiazolyl, indolyl, pyrrolyl, oxazolyl, 
benzofuranyl, benzothienyl, benzothiazolyl, isoxazolyl, pyrazolyl, 2,3- 
dihydrobenzothienyl or 2,3 -dihydrobenzo furanyl, each being optionally 
substituted with 1 to 5 substituents independently selected at each occurrence 
from C1-C6 alkyl, C3-C6 cycloalkyl, halo, C1-C4 haloalkyl, cyano, OR 15 , 
SH, S(0) n R 15 , -COR15, CO2R 15 , OC(0)Rl5, NRScOR^, N(CORl5) 2 , 
NR8C0NR16r15 ? NR8CO2R 15 , NR^R 1 ^, and CONR16r15 ; 
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heterocyclyl is saturated or partially saturated heteroaryl, optionally substituted with 1 
to 5 substituents independently selected at each occurrence from C1-C6 alkyl, 
C3-C6 cycloalkyl, halo, C1-C4 haloalkyl, cyano, OR 15 , SH, S(0) n R 15 , 
COR 15 , CO2R 15 , OC(0)R 15 , NR 8 COR 15 , N(COR 15 ) 2 , NRSCONR^R 15 , 
NR8CO2R 15 , NR15r16 ^ CONR^R 15 ; and 

n is independently at each occurrence 0, 1 or 2[;] 

[with the proviso that when Z is CR , then R 3 is not NR 6 R 7 , NR 6a R 7a or OR 7 !. 
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